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DETD In preferred embodiments, the conjugates of the present invention 

include folate moieties such as, but not limited to, folic acid, folic 
acid derivatives and analogs, antifolates and deazaf olates . As used 
herein, the term "folate" shall include all such structures. Examples of 
such folates include folic acid, dihydrofolic acid, 
tetrahydrof olio acid, folinic acid, pteropolyglutamic 
acid, dihydrof olates, tetrahydrof olates , tetrahydropterins , 1-deaza, 
3-dea2a, 5-deaza, 8-deaza, 10-deaza, 1,5-dideaza, 5 , 10 -dideaza, 
8,10-didea2a and 5, 8 -dideaza folate analogs, and antifolates. In some 
preferred embodiments, folic acid is employed as the folate moiety in 
the compounds and methods of the invention. 

DETD Particularly useful as folate molecules for the preparation of folate 
conjugates of the present invention are molecules selected from the 
group consisting of folic acid, dihydrofolic acid, 
tetrahydrof olic acid, folinic acid, pteropolyglutamic 
acid, dihydrof olates , tetrahydrof olates , tetrahydropterins , 1-deaza, 
3-deaza, 5-deaza, 8-deaza, 10-deaza, 1,5-dideaza, 5 , 10 -dideaza , 
8, 10 -dideaza and 5, 8 -dideaza folate analogs. The terms deaza and dideaza 
analogs refers to the art recognized folate analogs that have a carbon 
atom substituted for one or two nitrogen atoms in the naturally 
occurring folic acid structure. The foregoing folic acid derivatives are 
conventionally referred to as folates because they have a structural 
resemblance to folic acid arid because they bind to folate receptors. 
Folate molecules also include additional molecules that are known to 
bind to folate receptors and include, but are not limited to, 
antifolates such as aminopterin, methotrexate, N. sup . 10-methylfolate, 
2 -desaminohydroxyf olate , 1 -deazamethotrexate , 3 -deazamethotrexate , and 
dichloromethotrexate . 



ACCESSION NUMBER: 
TITLE : 

INVENTOR (S) : 



PATENT ASSIGNEE (S) 



2003 : 60289 USPATFULL 
Oligonucleotide -folate conjugates 

Cook, Phillip Dan, Lake San Marcos, CA, United States 

Manoharan, Muthiah, Carlsbad, CA, United States 

Bhat, Balkrishen, Carlsbad, CA, United States 

Isis Pharmaceuticals, Inc., Carlsbad, CA, United States 

(U.S. corporation) 



NUMBER 



KIND 



DATE 



PATENT INFORMATION: 
APPLICATION INFO . : 
RELATED APPLN. INFO.: 

DOCUMENT TYPE: 
FILE SEGMENT: 
PRIMARY EXAMINER: 
LEGAL REPRESENTATIVE: 
NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
NUMBER OF DRAWINGS: 
LINE COUNT: 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



US 6528631 Bl 20030304 

US 1998-98166 19980616 
Continuation-in-part of Ser. No. 
on 3 Sep 1993 
Utility 
GRANTED 
Riley, Jezia 
Woodcock Washburn LLP 
42 
1 

9 Drawing Figure (s); 9 Drawing Page(s) 
3029 



(9) 

US 1993-117363, 



filed 



The above mixture was filled up with water to make 1000 ml. The mixture 
of vitamins and amino acids was composed as follows: 2 mg biotin, 20 mg 
nicotinic amide, 10 mg thiamine, 10 mg p-aminobenzoic acid, 5 mg 
pantothenic acid, 50 mg pyridoxamine , 2 mg cyanocobalamin ( 
vitamin B12) and 10 mg orotic acid. 
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L132 0 FILE SCISEARCH 

TOTAL FOR ALL FILES 
L133 0 S L121 (5S) L129 

L134 . 0 FILE USPATFULL 

L135 1 FILE CAPLUS 

L136 0 FILE SCISEARCH 

TOTAL FOR ALL FILES 
L137 1 S L121 AND L129 

L138 180 FILE USPATFULL 

L139 516 FILE CAPLUS 

L140 158 FILE SCISEARCH 

TOTAL FOR ALL FILES 
L141 854 S L69 NOT (DIHYDROFOLATE REDUCTASE) 

L142 453 FILE USPATFULL 

L143 2321 FILE CAPLUS 

L144 1054 FILE SCISEARCH 

TOTAL FOR ALL FILES 
L145 3828 S L73 NOT (DIHYDROFOLATE REDUCTASE) 



L146 546 FILE USPATFULL 

L147 2616 FILE CAPLUS 

L148 1175 FILE SCISEARCH 

TOTAL FOR ALL FILES 
L149 4337 S L141 OR L145 

L150 67 FILE USPATFULL 

L151 2258 FILE CAPLUS 

L152 624 FILE SCISEARCH 

TOTAL FOR ALL FILES 
L153 2949 S L149/AB 

L154 83 FILE USPATFULL 

LI 5 5 0 FILE CAPLUS 

L156 0 FILE SCISEARCH 

TOTAL FOR ALL FILES 
L157 83 S L149/CLM 

Lisa 4 2 FILE USPATFULL 

LIS 9 0 FILE CAPLUS 

L160 0 FILE SCISEARCH 

TOTAL FOR ALL FILES 
L161 42 S LISO AND L157 

L162 3360 FILE USPATFULL 

L163 27 FILE CAPLUS 

L164 16 FILE SCISEARCH 

TOTAL FOR ALL FILES 
L165 34 03 S (COSMETIC OR TOPICAL OR EXTERNAL OR DERMAL) AND L61 

L166 0 FILE USPATFULL 

L167 0 FILE CAPLUS 

L168 0 FILE SCISEARCH 

TOTAL FOR ALL FILES 
L169 0 S (COSMETIC OR TOPICAL OR EXTERNAL OR DERMAL) AND LL61 

L17 0 3 FILE USPATFULL 

LI 71 0 FILE CAPLUS 

L172 0 FILE SCISEARCH 

TOTAL FOR ALL FILES 
L173 3 S (COSMETIC OR TOPICAL OR EXTERNAL OR DERMAL) AND L161 

L174 5 FILE USPATFULL 

L175 14 FILE CAPLUS 

L176 7 FILE SCISEARCH 

TOTAL FOR ALL FILES 
L177 26 S (COSMETIC OR TOPICAL OR EXTERNAL OR DERMAL) AND L153 

LI 7 8 2 FILE USPATFULL 

LI 7 9 14 FILE CAPLUS 

L180 7 FILE SCISEARCH 

TOTAL FOR ALL FILES 
LlBl 23 S L174 NOT L173 



=> save all 

ENTER NAME OR (END) : f olic021627/l 
'FOLIC021627/L' IN USE 

A single name cannot be used for two saved items at the same time. 
Enter "Y" if you wish to replace the current saved name with a new 
definition. Enter "N" if the current saved definition must be 
preserved. You may then reenter the SAVE command with a different 
saved name. Enter "DISPLAY SAVED" at an arrow prompt (=>) to see a 
list of your currently defined saved names. 
REPLACE OLD DEFINITION? Y/ (N) :y 

L# LIST L1-L181 HAS BEEN SAVED AS ' FOLIC02 1627/L ' 



